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4 ] 5^*;vmJi0^t 7^:{i:^*=^^W-li^ ti6;g> ^ 

5 ] ^w&msnmn. ^^^}v\:x±<Dm-t tzim^^^y^^ x^nb^ ci 
<7)m^m<r>^m^ms 0 0 0 c pj^)iTc-r;g,^i^o 

5-oxo-Pro-H i s-Trp-Ser-Ty r-Y-Leu-Arg-Pro-Z 
C^f > Y{±DLeu, DAla^ DTrp. DSer(tBu), D2Nal * 7^c{iDHis(ImBzl) «:^L. Z 

O 

[ifAR:g9] ^mmimMKn-t:hmtfzii^m<Dmm^i. 5-i^5f&^;vT 
T^^m^mi. 4tfzit5mmm<7)yj^^ 
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m^mi 5] ^mm^^%^x^:hm^mi iMm<Dyjmo 

1 0 0^*0-5 0^5 ox^^m^mi siemo^^o 

mikm2 1] %m-^^)=i-}}.mm^i^(Dmm^i^^^m^5 000-^500 

im^m2 21 ?Lm-^v 3^;v^fi^^<^4j.pi^^^4^.i 7 0 0 0-- 3 0 
000 x^;hm^m 1 8 f5mco:^'^o 

[m^m2 3] v-;&.'m»¥J^j^^^g5 0 0 o}ikT<Dm^^^^ 

mmm^5mM%ii).Tx^;h. m&^i^^^n 5000-^5000 0(^iLma 



o 
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#®2 0 0 2 - 1 8 5 3 5 2 ^ ^-i^ 

o 

m^m 3 2 ] m^m<7)^m^^7i^^^mx^ ^ mam i iBm<7):^?*o 

^3 5fB«co:^-So 

[l»A)t:^3 7] 1) ^afSttt?®i5J:U'^2) 7K'^mi^LT^0.1-^IU20mS%<^ 
[0 0 0 1] 

[0002] 

i!i3t-r>5.:^iSii. Mx.(fi|fgflBS5 7-l 185 12^. #MeS5 7- 1 5 0 6 0 
9^^'iW0B5p6-i 4 5 0 4 6^t'lCfBm^tT,rv^^o 
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• 



1 -2 6 9 0 9 4-^^) i)mmX:k^:itf)mhflX\.^;bo 
#^¥7- 9 7 3 3 4^^^iC{i. ^mm^-<zr^Y^fzii^(D^t%mz.m 

ffi i-rm^-t^wom%imt:mx^mimmm^U7k-r^m^. ^m/om%^m 

mi)^h^. t(D^B.:^mm^fLX\^^:bo 
[0 0 0 3] 

[0 0 0 4] 



(2) 7K^»^ &mmi^Mtmtfzi±iimt<om.^m^^-x^^cbti;b7mmx 

ab^Hulfi (1) lemo:^?* ; 
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0 0 2 - 1 8 5 3 5 2 A 

# • 

( 3 ) ^M^m.m^i,zisi,f;b^mmiimM(^mM}tm^ o . o o i 5 o m» 
%x-^^mm (1) mm<Dyj^; 

Wi<7)^m^^'D3 0 0 0 c pi^j^Tiz-r^ifm ; 

(6) ^mmmm«^^^mf^^-<-^^vx'^;bmM^ d) > (4) tTtfi (5) 

(7) ^mm^-<f^v^nM-mmm^v^;hm^ (e) lemo^s; 

(8) iM-mmmm^~^^ 

5-oxo-Pro-H i s-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

C^tfJ. YtiDUu. DAla. DTrp. DSer(tBu)> D2Nal * /itiDHisdniBzl) L, Z 
{i:NH-C2H5t7^:{iGly-NH2«r^1-o ] r-m^tL:h1t^mx-^^mti (7) fS^O:!^ 

ffi (1) > (4) tfcti (5) mm.(o:fjm; 

ttriB (r) . (4) tfzl± (5) IB^O:^-^; 

(11) m:^'mmmx^;hmm (d . (4) tTtti (5) lamo^^; 

(12) ^a^<7)pKa5&^m5mJiT'^^flJf3 (11) fBm(7>:)^?£ ; 

(13) mmm^mmx^^hMu (id ismo^s; 

(14) Bmm^mmx^:hmt^ d 3) igmo^^; 

(15) ^^m^^^?LmT-^)^HufB (11) lamo^fe; 

(16) ^«7i^^i>^*';r7-;l.^T'*^^|B (n) . 

(1 7) Kn^v:^,;V;3,'>g«^^^^^.^^^|g ( 

1) X (4) tfzli (5) IBmo;^-^; 

(1 8) a-t: Kn:^v:^;i..if>^^^^;^,j$L@^_^-,;-,_;i,^g^^^.^^^ 
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IB (1 7) mm<7):fj^ ; 

(19) m.m~yv ::i~)vmm^i$^<D^mt^^) :=t~-)i.m<7)m.m^)i^iti)n o o 

Mo-5 o^^5 o-e^^itlB (18) um<r>1fm ; 

^0-T?ib^H&fS (19) fgm<7):^^; 

(2 1) ?Lm-i^*'; ::^--'^mm'a•#<7)fifi¥*l;^^fi>^>^'5 ooo~50ooo-e 
^^BlriB (18) fsm<^:^^; 

(2 2) %m-:r') ='-)\^^m^i^<7)mMw-^^=¥-Miin 7000-30000 

T-^^BtrlB (18) nm(0^'}i; 

(2 3) ^#:[*l5^m4jKW-;6^'M*¥l^^^»5 0 0 0 ^Jsr<Dm^^^y^m7f>^ 
m5M&%iikTX-$>:h^ MM^nj^^M: 15000-50000 (D^mM^i^X' 
^^mm (1) ffim<^:^r^; 

^* ^ A ) ^ 7^: i9 Il720~|«7l000;u mol (t^^u^)]^) (D^M- ^* V 3 - 

-e^^BuIB (1) fBm<^:*r^; 
Tmi~i^5i§^;vT'^-i>lfrf2 (1) lemo:^'^; 
-e^^miB (1) . (4) tfzii (5) fB«(^:^}*; 

(2 7) :^mmn(Dmm^m^^i^^ uu ^ ^ y-e^^m^ (2 6) ib^o^^^; 
(2 8) ri^«^'±^-tcfi>^$tLTv^^Hifffi (1) , (4) $7^c{± (5) mm.<D 

(2 9) i^~iZ^M^^^fifzm-^^J^'7)l^iy a >r-^^mm (2 8) IB^O:^^ ; 

(3 0) ^-7)1.1^ B>m/omx^:hmm (29) ib«<7)^>^; 

(3 1) w/0i-7;i'->3 ><o-9-^X;6«>fflT^^tfrfB (3 0) fBm<^):^^j*; 

(3 2) m^m<Dm.m:^^7ic^^mx$>:bMt^ (D iBmo^^; 

(3 3) :^^'^m(o^^mKmmmmmi<D:^mwLi:m^^^^mu (3 2) fBm<?5 

(3 4) mmmmmM:^^'^^^ V - ji^T^^mm (3 3) mmoijm ; 
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#M2 0 0 2 - 1 8 5 3 5 2 A ^^zJ 

(3 5) mmikmm^mm^m^^x'$i>;hmti (d fs«(7)^^; 

(3 6) ^n^i^^-r^ ^^^'y^T^h\*^±-7^ ^uij-f-\z}VX-^hmU (3 5 

(3 7) 1) ^m^m}Wiixxy2) immzn\.xm.i^m2mm<r>mifz 
(3 8) a^mm^ ^^^^^ntm^fz\tm.&b<D^^my>^xnhn^im^ 

T'^'SHflflB (3 7) uwL<r>-nm\miXf 

(3 9) BtriB (1) iB«co:^^^fflv^T^^^nfjt^:fettaj^tf^t^^j|«i-^ 

[0 0 0 5] 
[0 0 0 6] 

. Mx.{i\ ^SStt-^y^ L < . ^i^ilt 3 00 -^^40, 00 0.0 

tt<{i^4 0 0~^3 0, 0 0 0. ^^mtL<lU^5 0 O'-mz 0, 00 

<^mmmmisxv^^m<ow^mm^j:t%zX'oxm^j:y)^i,z^^^fitj:\,^i,t^ 

tJ^#:tC^LT. ^ijO. 0 0 1-^5 OMg%. 0$L<(iltiO. 02-^^40 
S*%. J:f?$ftL<{±#«7 0. 1~I!j3 0S»o/,^ ^ L < {i^^j 0 . 1~ 

ltJ24m»%, $^tcJ;i90tL<(±|i75~^tJ2 4m«%-tr^^), «^>«^tL< 
{i^7~|^2 omfi%-e^^o 
[0 0 0 7] 

mm, mm, mmi. mm^mm. mmm. mmm^k mx^7^,^^M. 
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&mmL mmmmmMs tjcmskm. ±mk ^mi. yi-^)i^^>m. mmmm 

-RH) . y-^VT.^^y^ Ji^Wz^^)V^>^ ^^^^)V^>Wi^yi-^)V 

•^>(GH-RH). -fu^c^^y^ ju^) :;^U7ir'^ laWJ^S-I^^V^^, ^ 

'7>^^^ YMm,^^)V'E>^ ^m^:ii-^)V^y%i^7t^)V^> (TRH) . ^WfiM 

, i3)Vi/Y^-^^ :*'xh';>, ^i7V^>, ^-^^^^ P^-if 5 tix^i/T^Y^ 

Ji>>>-7r'J>. jc>K;v7^>^ ^b^^ Y)Vy ^^Yi^y^ ^^^^^ 

^^y. •^^V'=6v>. -^--f-t^Av^. ii^i^?^ttH^. isL^mum^. mmm^ 

[0 0 0 8] 

4.0 8 6,2 1 9-i-, mmA, 1 2 4.5 7 7^, II|^4. 2 5 3. 9 9 7#, |s]0 
4,317,81 5-^#BS) T&^Mv^^jtL-^o 

Y^^^^y, V'7h;^iJ'^>^^#: (^^^1^04^0 8 7.3 9 0-^, |WIS4. 
0 9 3.5 7 4-^, ISI04, 1 0 0, 1 1 7-^, |WI^4, 2 5 3,9 9 8-^#HS) , 

m^^^)v^y, -/uy^^y, wm]kmm^^)v^y (acth) , ^^y-y-^ 

hfy^'1^;i^-t> (MSH) . ^mi^^)V^yWim^^)V^y C(Pyr)Glu-His-ProNH 
(#iaBS5 0- 1 2 1 2 7 3^. #^63 5 2 - 1 1 6 4 6 5^&^#.HS) , 

i^^)v^y (TSH) , nm^^yi^}v^y (lh) , mimm^^}\^^y 
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^^mm, msAmms^ne? e-69 im(i 9 7 8)] mm\ , ^^z^vz^ 

>, :^)UiyV^>, W}WVm>i<)V^>, ^jvf!-r>, if7.y^)y, ^t^v^z^, 
^^z^^V-^^^^y, T>'i^:fT->v>, \^V^m^^Y- 

y>, lihM^ttrz'f-Khne:^ (HCG) , ^>^7t';>, -x:.^7T';;y 

mmi^ C*gl#^^4. 2 7 7,3 9 4^. H-n .yy^•^^|^.ta0>2r§3^3 1567 

aM, m, ymm) , ^>^--u^^>m i, n, mm , ^^hv 

>, -y-^-tv^, Hf-f-^EJ^^^-f-A'; >, H^iii^ttH^ (THF 

) , Mmm^ (FTS) i3J:D^^^o^#<$ (^gl#^^4, 2 2 9.4 3 8^ 
#M) , *5J:?7^0jtoi|^mH:f. Cg^<7)^t9,;5^, ^125^, ^10-^, 83 
5-8 4 3M(1 9 8 3^)D , M^:^5EHT- (TNF) , uu-~m^m^ (C 
SF) , ^^^]y, ^^y)vy^y, -^_n^^,;,^^ ^r;Hx^ 

y'^v^-^, ^n^-^-^', b*, ^Ui^p-^v, 

>^p, ?*e^gH^, ^laiims^^-. nmmmm^, }SsLmmmm=f'<D^iim 
^N-> h 7 V >io J: v^^oL ^)xu .if o.^ >( E p o) , >^ K-fe V ymmmim-t^ 

-^y•5^Km.(3-^y/^•#|^.^^04 3 6 1 8 9#, |^^4 5 7 1 9 5^. 

4 9 6 4 5 2^. #ig¥3-9 4 6 9 2-^, R 3 - 1 3 0 2 9 9-^^^#M) ^ 

[0 0 0 9] 

mmi/LmmMtLXii. -rut-r^Z^y, ^VM^^-t-b, TiJ^^y-r^v 
v/s:-^;^^ i^/N^^v'-;!/, -^x^j^f-^, T-:^p{i^y>, 

tK'm :c. ^K';a:u, -i^v i clc^ WMv^e>tL^, 
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^-v^: 10/ 



^')>, :^mK^v-9-^^i; T>}^i^^}>, \£^yi^v>, 

■fe-7Tn^^, •tVTni;v*>', -t^^r^TA, -t7;^n':^>, ^rv^y^vA 

, -b7^ ^ -t7TW>, -fe7:i-i5^^vA, -t7:i-^^V>, -t"7-?^y* 



m^(Dmm, mm, m^nti,x\t^ ■9-';^;i'^, x;vtri;^^, >7;u7i^i, 

tn;do^Ji:LT{±, -i'^:/^^^, ^u^f^^y, y^i^f^V>, m^y 

)U -J y tj: V i (b ^ o 
m.Tl^}V^^ntLX\t. mmPy^>\^Vy^y, -7P^>'m^'n;i.-7^- 

[0 0 1 01 
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#02 0 0 2-1 8 5 3 5 2 ^--J : 



o 

^/^uA:^)vt^>Mi~hv^A, r viy y ^ ti y T ^ y ifr^i^y ^ ^ > X 

;v > ^ v * P, tL -2> o 

Mmm^mmmtLXii. itmm^miy^T-u^ K C-9-^-x:x;^ (science) 
m2 2 1%7 1 9H (1 9 8 3^) #BBJ , :7-7i|F=''; > (3-n y 
3 2 5 1 9 9-^<2r^#HB) , ^v^'n-;!.^^^^ (3 y ^^^ff^^^ms 5 7 
0 6 1-f-. |WI^3 5 9 0 3 6^, |^^3 8 6 6 6 7-^, ^^4 1 5 2 9 4^<2r^ 

[0 0 11] 
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ir-trW^ife L H - R Hg|##^ ffl v> «b o 
LH-RHifS#<7)^#M^ LTJi. ^Jx.{i\ bV^hp^^h ^z^X Gn 
RH T-^n^^': n>h^yN'-~>;^ y:.^ :/ (Treatment wi 

th GnRH analogs: Controversies and perspectives) [/N*;l/-ry > /^T^V y 
v^iT (^) (The Parthenon Publishing Group Ltd.) |&^fl996^] 

, ffflS5p3_5 0 3 1 6 5-^^f|5. ^^^5)23 _ 1 0169 5^. 1^7-9733 
4-^i3J:([K|^8-2 5 9 4 6 0#^^5^ ^lcffim$tLTV^^--iy^ K^:dsffiv»t> 

[0 0 12] 

h76^'fflv^f>tL^;6^ LH-RHT>i5^a--Xht LTi±. -^^ [I] 

X-D2Nal-D4ClPhe-D3Pal-Ser-A-B-Leu-C-Pro-DAlaNH2 

C^^'. X{iN(4H2-furoyl)Glyt^c{±NAc^. A(iNMeTyr. Tyr. Aph(Atz), NMeA 
ph(Atz)>i><bii(^tl^?»^. B(iDLys(Nic). DCit. DLys(A2aglyNic). DLys(Az 
aglyFur). DhArg(Et2)^ DAph(Atz) J: yq)hCi ;&>^^(ftt^3^*^, C{iLys(Ni 
sp). Arg*7t(ihArg(Et2)Sr^tL-5-';h-^i-] $ tL^^y-^ rnv^]v 

^ fz. KttOLH-RHT >^^'-:^htLXli^ m 95/28405^<2r^ (# 

M^8-295693-§-) . WO 97/14697-^<2r# (#13 ¥9-1 69767-^) . WO 97/14682^^ 
m. (#gi¥9-169735-^) . WO 96/24597^^^ (#lg¥9-169768-f-) . ^acy if 
')i^>mt^!^ m. 3-(N-Benzyl-N-methylaniinomethyl)4.7-dihydro-5-isobut 
yryl-7-(2,6-difluorobenzyl)-2-[4-[(l-hydroxycyclopropyl)carbonyIamino]ph 
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■•• , • 

enyl]-4-oxothieno[2,3-b]pyridine^J ^rfe^LTtWO 00/00493-^<Zr^. "^J^y 

^ v^^fb-^tJ 5-(N-benzyl-N-methylaminomethyl)-l-(2,6-difluoro 
ben2yl)-6-[4-(3-methoxyureido)phenyl]-3-phenylthieno[2.3-d]pyriinidine-2, 
4(lH,3H)-dione^J SriamLfcWO 00/56739-^> 5-[(3..5.5.8,8-pentamethyl-5,6 
, 7, 8-tetrahydro-2-naphthalenyl)methy i] -N- (2, 4, 6-trimethoxyphenyl) -2-fura 
mide ir^'JiJ (AACR) . 2002. 4. 6-10) ti^ o 

[0 0 13] 

LH-RHTrr^X h t LTii. -pUx-t^. -fig^ ClI) 
5-oxo-Pro-H i s-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
i^^. Y{iDLeu> DAla. DTrp. DSer(tBu). D2Nali5 J:0T)His(lmBzl);&^e>3l{? 

ti:hmmi:. z(iNH-c2H5$7t{iGiy-NH2^^tL-rtL^-t] x^mi^^fi^^mm^ 

ti ii (fiP -t, , 5-oxo-Pro-Hi s-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5-e^ ^ ^ 
[0 0 14] 

(1) y-fel/'; >(Buserelin) 

[<bi] 

CH, 

(:?^SI#m^No. 4, 0 2 4, 2 4 8> K-T 2 4 3 8 3 5 2 ^, JffP^Bg 
^51-41359 

(2) h';-/M/V>(Triptorelin) 
[<b2] 



13/ 
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#M2 0 0 2- 1 8 5 3 5 2 ^ v : 14/ 

w 

(^m^mm4 010125^, ^paegs 2-3 1073^), 

(3) •^■7t l/>; >(Nafarelin) 

[^1:3] 




(^a#r^^4 2 3 4 5 7 1-^, i|#l§BS5 5- 1 6 4 6 6 3-f-, IWIBS 6 3 - 2 6 
4 4 9 8-f-, IWIBS6 4 - 2 5 7 9 4#) , 
(4) M^i; ^(Histrelin) 

( 5 ) -f;^ n p i; > (Deslorel in) 

(^H#§gm4 5 6 9 9 6 7-i-, |WI4 2 1 8 4 3 9-f-) 
(6) >(Meterelin) 




(PCT WO 9 1/18 0 16). 
( 7 ) a--:?- K 1/ 1; > (Gonadrel in) 
Ut7] 
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(V^ymwm2 2 1 3 7 3 7-^) , 
(8) =^*"feV'; ^'(Goserelin) 



(^m!wmm4 100274-^, #^bs5 2-136172-^) ttzit^ 

[0 0 15] 

N--r h -7 1:1 Kn*7n-f 

D-3- (2-f - 7 ^ ;w) T 9 - S 

D-3- (4- n n ) -7 ^ ;u T 9 ^ ^'^^^ 

D-3- (3- e V V r ^ - 

N-[5'-(3'-r^y-rH^r.2'.4'-h u ryu ;u)]:7i^;i. 

D- (e-N-^ n -5^ y ^ i; 
D- ( T U V - rr ^ y ^ 1; V 
D- (N, N' yiK^T 

D-N-[5*-(3'-T5 y-l'H-l'.2',4--h TW;i/)] 



N(4H2-furoyl)Gly : 

NAc : 

D2Nal : 

D4ClPhe : 

D3Pal : 

NMeTyr : 

AphCAtz) : 

NMeAph(Atz) 

DLys(Nic) : 

Dcit : 

DLys(AzaglyNic) : 

DLys(AzaglyFur) : 

DhArg(Et2) : 

DAph(Atz) : 
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Lys (Nisp) : (,e-N->f V -fu if;!/) i; v 

hArg(Et2) : (N,N'-v*j^^;v)x-^^T;1'^^>^^ 

^<DmT 5 y ^tzp^3 L. B&^-^^^^-t^^^, lUPAC-IUBrr ^ v 3 > - 
• /^-f 5 • y - ^ > ^ l--^^ T- (Commission on Biochemical Nomen 
clature) O-n tfT> • - • ^^^y^h 'J -(European J 

oumal of Biochemistry) m38#. 9-3 7M (1984^) iz X ^m-^tfz^mm 

[0 0 161 

{^#^cR&^$tL^^v>,^,^ te^gj, ^^^^ itm^. ^liit*. ^tttfctiJi^ 

Mmm<D^m^j:mtLxii. m^mm. ^^t^mm. mm. mm. v>m^ 
^^M^^i^fi^o :^mm<oii!-m^j:mtLxit. ^^xji^^.^m. ^>^y 

>m^(Dmmm; i^:^^m. -^n^^, ^^^^m^j:t'<Dmmmi^^ijji'^^>m;T 
^^jm. y-^ji^m. '^^^>m^j:t'<Dy[^m,mmmm; y^^m. ^vy^ji^m 
X 7'\^y^)m^j:t^<DRmm:^f^yi-'>m;^<Dm. hvyfi^rtu^m. m^m. 
^^>m. v>=fm. %m. ^-}mm(7)m.m )^^^>m^m\^>hfi. 
^mizmmm. %m. ^'') mmmKimmTtim^^hti 
mnT^ym<oiii-m^j:mtLxii. mK.i£ry^>^^y^>m. ^)i^^^>m^ 
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#M 2002-185352 ^ ^->f 

;m^tv^^M.^ 7mit:^V^j.. 7mit±h^)'>A^ 7Xm'fk5&;uv'i/A^(75iE 

T5,>, e'j>^>. t?3';>. 2, 6-;w^v*>, j:-^y~;i/T5 vJi^J^y 

[0 0 17] 
[0 0 18] 

^<oxoK:^^mxm\^>hfi:h^m.m'm}mt^ih^Mx^^x^^ mm^^ 

^ (ii^<^^iimt^,f§;t-^) m. mm. mmk. mm. m^, mm. 
a-. ^ gj^) , (^^o jggim t ^) ^ ) (M> 3 ^ N m^ tm.. -f u e 
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0 0 2 - 1 8 5 3 5 2 ^ ^-f>* 

10 0 19] 

it!^mi^)^KnLx. mi.5^)i^mi^i±mm-r:hzti!,^x^. ^tL<(±i^7i.5 

mmxm^fzx^iz, z<d mtfzimm} {±. 7mmi<zm^:^-hm^Lx^ 
^■^Li6xi>x\^^L. ^mm^mm<Dm.mi.x7Kmmi.z^^-^Lit>xi>x<. ^ 
h \>z^\-m^hn^ L r ^^-t- Lib^-^^t ^mmmow<r>^<r>wximmz^>^ 

^Lib^h^m^m.^^h'tX'^X.^^o 
[0 0 2 0] 



mSE# 2003-3059113 



#M2 p 0 2- 1 8 5 3 5 2 ^ ^-c; 

i^';;^^^^^^;^) '^^t':6^'«ftLi,>o $^tc$fiL<{i. 



tbiE# 2003-30591 13 



002-185352 ^ ^^i^ : £0/ 

^Jt «il 0 0/0-ltj4 0/6 O;J>50$L<. 1 0 0 / 0 5 0 / 

^^^it\t. D-#/L-# (•^;V/^;i.o/o) 7 5/2 5 2 5/7 5 O 
4 0~^«73 0/7 0O|EHO*><^75s^fflS;tL^o 

^100, 000,$f^L<(i|^j5, 000~I1J50, 000. K0t L < 
m^8, 0 0 0~I1J3 0, 0 0 0O^)C^;6Sfflv^ibtL^o 

tT^:. ^nm (m»¥*^^^^»/ifc^*^^^») ii^^i. 2~it4. o 

^mtL<. ^hiZli^l. 5-^3. 5^-'#tc§?$ Lv^o ;&ib\ 2^B«#-trffi 
v>P>tL^fi*^j:4j^^4i3j:tK^t5:JS^^ n v h ^^'^ 7 ^ - (GPC 

:^^U>^M^!^^t LXy)U/^—^j:.^i^ a>^u-7h ^^-7 (GPC) 

^^»T'^^o i/^. M^ti^Tl^iiGPC^g (mv-(;^)Si ; HLC-8 1 
2 0 GPC) T^T\^\ ^^■^iiSuperH4000X 2:S.r/SuperH2000(^n^>mv-(;^ 



aiiE# 2003-30591 13 



#M2 0 0 2 -- 1 8 5 3 5 2 ^ ^-i^ 

[0 0 2 1] 

tCov>r^-<^i, yi-°^)$im Wmg^5Ni^^/T-t h^h';;i- (v/v = 4 
/9 6) ?g?S2m nc^^L. 0. OlM o h n 7 j^-;vv: v 
:^ (ONPH) (5N:^m/T-bh-h V;W//J^i5'/-;i'=l. 0 2/3 5 

/IS) 2mli:0. 1 5M 1 - 3 - ( 3 --7^ ^;vr ^ / T^n 

) -:^;V.-Kv'f 5 Km^ilvt?^ (tf 1; v i^/o^^j' y ^;i.= 4v/96v) 2ml 

^mx.x4ox:x-3 o^KJB^^fz^mm^m^ir;bo mm^y^m (4®) lt^ 

m> T-t >^ h ';;V2m 1 -C^jiSL^ 0. 5 m o I y I <7)J^^ y -jU^yi^mittt 

i-}'')^A7mmx^$iLXYml tL. 1. SNTKmfbf-h'j-^ATKvt^i^^^ 
at LT5 4 4 nmB^^J^A (/cm) ^illj^f D L -?Lm7fc^?i^ =^ 

*?$WtLT. Cmo 1 /L ^T;!'?^ 'j^gJ^T^^ 

if^0NPH7^;Hk?*'eDL-?Lmii K^v Ki: L/ci:^05 4 4 nmOJ^ 
B (/cm) i:-t-^i:§:, S^#0#f4Ki (iJ^^A) ^fz^(7)mm<7) 

[COOH] (mo 1/g) = (AYC) / (WB) 

-y^y- )m^mm i^^mmL. -7 ^ y - ;v y ^ ^ =^ f^^^ i: L t c: 
^ r ;v 3 - jmymit:^ a -^^^t 4^'^ v ^ L t ^ c t ^ 



ffiiE#2 003-3059113 



2002-185352 ^ ^-s; 

O 

MMTkAm^ (#iaHS6 1 -2 8 5 2 1^) j^i; rn; K^O 

W^z^^^^y^Mt^m-hcDmm^m^^fzmmM^ (Encyclopedic Handbook of 
Biomaterials and Bioengineering Part A: Materials. Volume 2, Marcel Dek 
ker. Inc. 1995^)T'^itT^# HUfao^l^^Enor^i^m'^:^^^; J: oT#«btL^ 

EP-A-0 8 3 9 5 2 5-tlcfB«<7)^P7}c^||;Rjc4'#-f-C i: 

^^(Dmmm mK.immmm:i^mm^m. #r^BS6 1-2352 i^<^mmm 

M-^^^ sKv»(i?Lmt-e-0'f(&(7>-:Ey'7- toit^-^^ 
^^^> 5 0 0 0J':i.T<7)m^#:^:#a:;6^-|^j5fi4%J^T^ 0 

t L < {±M^i|j^^4 5 0 0 0 J^T<7)«^#:^:t*7i^^ 5 S»%mTT-ab ^) R 
oS»¥*^^^^43 0 0 omTom^#:^^fi;5^j^ 1 . 5«4%mT. 
L < 5 0 0 0i;XT(Dm^i^^y^Mm'D5^M%likT. fiM¥*^ 

3?-^-* 3 0 0 0 i^-XT(Dm.^i^^mmH^ i . 5 s»% j^tt-^ 0 aom»¥:^^ 
i^*i 0 0 oiikT<7ym^i^^:^Mm^o. im»%OTo^><^;&«fflv^t,tL^o 
* 7^:, :^^m(o%mm'^i^<Dmm^^»^mm'^ 15000-50000. 

«ftL<{i 15000-40000. J:i9§ftL<(i 17000-30000 
[0 0 2 2] 

•^iixm^Lfz *>(^T' ^> i < . ^oaispt^>g.:^jji^^ 15000-5000 
00. 05 L<{i 20000-1000 0 Olr^^o <2:^<Dm^-^^t LT(±. 
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#M 2002-185352 ^ v* 

m 

> ^<^m^^^vi.zMmTxmm^mMLxm^M^^^^-ijm mx.tij. Med 

. Chem. 16. S2Z(1973)^) , iJ' ^ V =3 U V ti^M^^'±^:fj 

'smM^KX'oxn^tL^m^4^^:^§tm<7)^mm^i$i<DWMtLxi^m-r^:i 

[0 0 2 3] 

tTtf^. :^Rtm-ttLim.^UUK.XKJB^^fH£X\.>o 

. M^'^mmmM^i^(7)m^miz^ ^^'^'^(om.mM^i^mn^'^mx^mx- 

v'm:^^<D^i^immLxn') ^ti!)^x^^o 

xmnmo. i-^io om. L<ii^i~^i oigr-^^o 



thliE# 2003-3059113 



12 002- 1 85352 ^ ^-i^ ; 



^*Di-^7fc<7)»(i. ^^^M^^m^mzn Lxm'^m o. o o i --^^j i f&m 
BtL<iimo. oi-^ijo. immmx-^^bo 

^> -?> o 

^^troa4¥*|j:55'^S:=^r;u/N'-^ jt-v3 >i{.n-7 (GPC) 
t^J: ^;M^U ^^^^-a^i^'ltj 1 5 0 0 0-1^75 0 0 0 0. iti-t L<i±mi 5 0 
0 0-^4 0 0 0 0. J: 590^ L<(±|ijl 7 0 0 0-|^j3 0 0 0 0 t^&oTV^^S 

[0 0 2 4] 

<^^mm^i^^miii^-^n^mmtmm^^^-:fj^mm^-(^fi;bo 
^(oi^^^M%mm^wimm-r^mmiz^ mm^i^^^m 15000-500 

00. 0tL< til 5 000-4. 0000. J:«9$f^L<i±l 7000-300 



tbiE# 2003-3059113 



12 002-185352 ^ ^^i^ 



0 0 <D%mm^i^m^ i o -it 5 o w t lt (omT^im^^ h ti^o 

[0 0 2 5] 

^(DmmiznLxm'^Mio. i-inooM*. L<{iii,i~iti oj&« 

^^<^|57 1 5 V ^ o n ^ ^ > ^ L Tffl V. f, tLT v> <i> JutK^ 

^^m<D. mm^oumit. «'t^-2 o~^6 ot:. ^$L<(i:i!jo~^4 or 

o~ltj3 0 r-e^^o 



ffilE# 2003-3059113 



^2 0 0 2-1 8 5 3 5 2 ^ ^-y • 

[0 0 2 6] 

(1) m^^mi 

(2) ^mi^i^mMtfzit^<7)i^<D^^^^ mm^^i^':^fztb<7)pHmm] 

(3) ^mm^^mtfzit^(7)m.<D^^jm 

(4) ^l^^^pj 

10 0 2 71 

(I) W/O/W^ 

i^^i-^o :^mm<O^^M^m^ mUlr (-^^iru^^-T^^Jl^) <Dfmx$> 

x^;h) <7)m^<Dmi<zimi-^mmmii7mm^<Dmm^mx^^. m^.i)mi 

mwE^2 003-3059113 



2002-185352 



• 



2 ovi;krx'^^zt-^mtL\^^o 

wmf^}\ym) . ^^mmtim -<.>-t'>. ^i^uy 

itmt, -'m;i\z{imo.oi-~m^o%{v/v). i^^^t\^<^mo.Q 

4 0 % (v/v). $ L < {il^ 0 . 1 3 0 % (v/v) ^>?>^(^tL^o 

^^f^^^mtfzit^(D^<DmMi^mit~^mzi±^ o . o o i m g/m i ~ 

ItJlOg/mK J: L<ii|«jO. Img/m 1 ~I1J5 g/^m 1 -CMic^J^ 

L< (i^tfl Omg/m 1 ~,^3 g/m 1 -e^>l>o 

M<Dmm^^^^-ii^^z^mm^^^tltJ:^,^mm^zMm. mt^. mw^j^t^^ 



£iJiE#2 003-3059113 



WM2 002-185352 



^ o 

Il72~^100f&. J:«)$f*L<Jilti3~ltll 0f§T-^^o 

10-^1J1 0, 0 0 0 cpT% 0$L<{i^til 0 0~^tj5, 0 0 0 c p T-^ «) , 
J: WiL<{il1j2 0 0^-^3, OOOcpT-^t?. ^hK^tL<im300 
-^^2, 0 0 0 c pTab'So 

tCfi^^jl 2~^^j2 5VX\ 00 3, 0 0 0 c p^TT^^SfS L<. J: f)0^L<{±^ 
2. 0 0 0 cp^TT'^*). $«btC«fSL<{±, ^!i3 0 0 2 , 0 0 0 c p T** 

^ o 

[0 0 2 8] 

)^y^^ymmm^^7-}V C::''f->(Tween)80. ^7-r->('IVeen)60. Thv>^/N- 
•^tJ^-tt] . '■KV:t^vai^l.>t-7v^g|^^ CHCO-60. HCO-50. Bit^ ^ 
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^2 0G2-185352 



^ o 

^^^o^m&mmmimmx'imLxi>. m^^LxmmLxi^x^.^. z^i^ 



2003-3059113 



^M2 002-185352 



• 



^-v: 30/ 



[0 0 2 9] 

-<^><t 9 tcLr#f>tL;t-7>r :!^^:^y^r;^^i^.l:^^^t/c^i^iiLT^^L7- 
v^o L<{i. ^^1^,1 o-^itj2 ot:^9#?u^i«<7)^f4^T. 



£tJiE#2 003-30591 13 



#M2 0 0 2- 1 8 5 3 5 2 ^ ^^v' • 

mmum.myji^tLxii. ui^m. mmm. ^mmtfzii^ju>^x^ 
(II) m^mm 

[0 0 3 0] 

(III) mm^mm 
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fM2 0 0 2 - 1 8 5 3 5 2 ^ ^-^^ 



32/ 



o 

[0 0 3 1] 

5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 

^^;UJ:b(il 0 Ot^Q^mh 0^5 0<^^W$f$L<. 0 0^0 OS-^ 

#^$fiitcfflv^«btL. mi:^*^^^45 0 0 o;:JiTos^^^.#S56^^5ma% 

mTT-^^.. SM^il;^^* 15000^50000 Lv^, 
^^WlciJV^T, 1) ^afStei^@i:mS7t{±:^^^^tf7lc^?g[t. 2) 



£iiiE#2 003-3059113 



2002-185352 



[0 0 3 2] 

(Tween) 80, HC0-60^<O#®rl&14^J. T;^n ^ e,^^ ^j^^^ 

^v^^;Hr;i.D-;^, T;i.^>0^ h ^ ^^^^ 

l-lt'3 0 0 ;^m. tTtL<imO. 5-^1 50;«mO^ffl, ^hizUtL< 



aJiiE#2 003-3059113 



#M 2002-185352 ^ yv^^ 5/ 

M(D^mMii^mm^mznLx. o --^ 5 os»%. $ l < 1 -^i?, 2 0 

[0 0 3 3] 

^7^->80, r;i'nr.y^F6 8, ^Jl^u-y^r^r-- h y ^ U 
[0 0 3 4] 

;Vn-;^;^^) ^ (^y^ ^^jfj^^^ ^Ji'XJ- summit. T ^ ^) 



mmm2 003--30591 13 



#m 2 0 0 2- 1 8 5 3 5 2 ^ ^- • 

[0 0 3 5] 

^i&0^<7):^i&tta^tj{i. mint \^xm^^^:h:Lti)mt lv^, 

[0 0 3 6] 

^^^'7)^^isci^m.m<^tfzii^(D^Mm^m^<D^^Mit. ±mx^;h^mm 
nMtfzit^(D^(Dmmt^m. m^. ^'m.^'min^fz\t^(Dim,)^^<D^m. 
^ra, nmm. nnMVj:}^\z^^xm.^m^j:hiiK ^m.^mimfz\t^(ry 
^<^^^iim.x-k>^\t^\.^, ■Bmx^^^w^'mintfz\t^<r>^(ommz^<r> 

^AlA^fcO^O. 0 Img-^l^jl Omg/kg^mom ^^ic$ftL< 
«I170. 0 5mg~|t;5mgx/k zWm.<omMii'^hm.'^m.J^^hi)^X%^a 

mm 2003-3059113 



2002-185352 



5mg~^^7 5 Omg/k g#:fiOMffl, ^ h iiZ^t L< 0 . Img-l^jSO 

^^mmt^ mMmizim. i-^-^izm^ ttzima-n m. 3*h. 4i^^ 

[0 0 3 7] 

^m§^^mMt Lxm^^^ztimmx^:ht^x.hfix\^^fz7!)^, 
-^'^tfzii^tii,zmtfz:fjmzxy)mTt^ fitzm-mr =i'^^htfziiT>^=r 

-Xh (0iL<ii. V^-rnv; >^7^:(±-ecO:^. J: «9 $f * L < (^1^^'; ^ 
mtL< a. - y n 1/ 1; > ) =£: L T ^ %ScM"7 ^' n 5& t^^t 

Mt Lxm^^^^Ltib^X^^ho 



tfliE#2 003-3059113 



#M 2002-185352 



^-v^: 37/ 



^ o 

t fz. mmmBm%m<om^ikw^=?mM t tz iiw^ifwmM<oi^^Mii. lh-rh 

h> -^-^X. ^yy^ ^-^^^ ^ ^ -^T^fc ^)] i «^ 

%mmzimhtzy)^^-mt\^x^ it;o. o img^^i^^uui o oi«g/kg#:m. «f 

$ L< {i^O. 0 2mg^v^L^5 Omg/kg^rM, ^h\,z^tL<\tmo . 0 5in 
[0 0 3 81 

tfz. mummm$im<om^kwm'?mMtfzimmnuM^&MMt lt^-^ 



aj|E#2 003-3059113 



WM2 002-185352 




/^-v: 38/ 



6 0kgtC*^b) tciJV^T. -IlIlCO#LH-RHT=r-;;(.ht7^c{±T>iJ'3--;;?Lh 

^ii^ltlO. 0 1;5^^|«}2 Omg^Jg, §f S L < (i^ 0 . 1 1 0 m 

g®S> <t ^ «f t L < 0 . 1 t>llj 5 m g^J^g^^T*^ v^ti^p^^tc^^ 

imm $r M-B^ O.lTj^^^SOmg 5gj^. S t < 0 . 

1 ^i^ib^ 2 0 m gmm. J: O^t L < (i^ 1 ;5^e>|^, 1 5 m g®JS=^;feT^^ 

{i. V^-yni..;>t^c{i^<7):^ t < (iimu ^-^n 1; » ^^^^ 

o tfz. mm<OUi-mr=r:^XVtfzitT>^a^:=.Xh mtL<li. ^ 5-oxo 
-Pro-Hi s-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5tr^ ;^ tL^'^ 7"-^ h'tfzl±^ 

(DiM. mr. [v:^~yuuv>tfzii^<DiM.j t^^-r^m^H)^^^) ) . 
^^mL<{±mm')^^fuuv>it. 'Z^wizjiE^zxm^^mLfzmM. ij-f 



miE# 2003-3059 113 



#® 2002-18 5352 



o 

[0 0 3 9] 

. ^^:^yi^wmmmi ^'^)v)v-<^}- s o (tm) . hco-s 

0) ^^ft#fflLT^J:v^o ;rfttt?S^LT(i. m^l£. r^'-^^ft, ^Jayft t-^&^ffi 
4:^^. ^leiS^Jfi. ^^5^J (^ajAff, Mmi-V^)^ 



aiiE# 2 003-30591 1 



2 002-185352 



^-v': 40/ 



m 

[0 0 4 0] 

DL-?Lmm-^# (M4^±^^^^»2 1, 9 0 0) 2 0 6. 6 g^v^nn^ 
^>3 5 4. 8 gT'^iiiL7t^?^Srlt3 0rtCzaPL^o C:o^fl£3 8 1. 5g 
Sr*01)lO. if^m';*^7'ni.i;>i 5. 8g^l6. 6 g<^i^m7fc^?i^ (7X1^ 

immm^i o, o o o r pm) o ^^^x'^KDwyomt^^m I svizi^m^k 

^ "f^e)^! 8t:iCzaPLT:fev^7tO. 1% (w^-w) \f-)UT (E 
G-40. B:^^mt^m) +l%'7>'-h-;V7jc?§?^2 5 h;v4>iCffiAL 
X HOMOMIC LINE FLOW (mj^mim) trm^^-X^mutLW 

yoyw^imt Ltz (^-e^m^m^y, o o o r pm. tis^^K^rm^^ 

l*J2 0 0 0 rpm) o -OW/0/'W?Wbt>=^^3 ^^7K'4'^;^L. 7 5;«mO 
^?tS|$«-ffiv>T|^iiL. (H- 6 0 0 S, SMiS'lL^^^) ^ffiv^ 

xmmmK'^^^UT.y^Tirm^^^xmmLfz (lll^i^2, OOOrpm 
. »!l*^^76 OOml/mi n) o mm^tifz-r y( ^ u :;(.y :r,rii{}.^m:(r>m^7i^iz 

w^nu 9 0 f,m<7)mmws^m\^^xmMLfz^^^ s. 9g^m 
ML. m^^mm (TRioMASTER, ^foK^^) xn^^MLxm^ ( 

yni/i;>^fi:{i8.2%T-^i9, HHlX^^^y 5 %T-*o7^^o 
[0 0 4 1] 
I. 



DL-?L^fi^# (fi»ipi^,^^42 1, 9 0 0) 1 5 1. 3 g^:>^^tia^ 



£iiiE#2 003-3059113 



#M 2002-185352 

mmv:^-yuu*)>i 5. sg^ie. 2g<7)m^7kmm {7m 

El^m^lO, 0 0 0 r pm) o ?MbM$&2, 5, 8 55^mnw/Oa^v;l' v a > 

mi] 











798CP 


19.7*0 


5^ 


1440cp 


19. 7*0 


8^ 


2290CP 


18. 9X: 



[0 0 4 2] 

DL-fLm*^#: (m*¥i^^T-*2 1, 9 0 0) 1 5 1. Ig^v^nn^ 
i5'>'2 5 9. 8 gT-^^^Lfz?#fS^I1j3 OrtlzaMLTtio C:<7)v#?^3 74. 6 g 

Mm'}^-'yuuv>i 5. 5g^i5. 9 g(Dm^s7kK^mLx 
5Vizmi^Lfz:^mmtm^u m^mm) =&fflv^TiL<t 

LW/OIL-ftt/^fMLfc (m^mi^JlO, OOOrpm) o?LM$^2. 4^ 
M^m2l,Z7r:Lfzc 

im2] 









2^ 


1870CP 


22. It: 


4^ 


4750CP 


19. 9*0 
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#M 2002-185352 



• 



[0 0 4 3 J 

m2 



^mva.~yui.v> mm^&9 7. 4%.w^m^M6. o%) o. 206 

(mm^m^^tZ 1, 9 0 0) 1. 82 giz/^nxi^^>3. 1 5 gT'^^ 

"^"^rMmmi^mif^hfifzo l.S. 2.3. 2.8jg-=e;i.T-{iJ%-;^ji-7;l.v3 

U 2.3f§«=e;i.m±(i^^eotrv>a.-r;i.v3>^T-^^^,^ ^ 7^c^^l.7'l§-=e;i.tc 

[0 0 4 4] 

^ltM3 

I^mVa.-ynn;> (^t?^»97. 4o^, Itm#»6. 0%) 0. 2g^ 
Pm2t«<^^)^^Stm7K?t^O. 2 116 gt3?#^L. %mvV:n^)um^M^ 
(fifi^ill^^^a 1 0 5 0 0 ) 1. 8 2 g^v^^nn^^>3. 1 5 gTi#^^ 

Lfzmm^mim. ^^)VT-y^:^^^^~.x-^3 ommw-r^^tizx v)wy 

J:dT'*o7to 1.3. l.m'^Jl^xitmnt]^yl^^U<D^mmibhtifZo 
[0 0 4 5] 



S^^';^-yni..;> (^Jij^i97. 4o^. Pm^6. 0%) 0. 2g^ 

i^m^^o^^^i^^^^^o. 2 116 g^zmmu DL-fims-^^ (m» 

¥:^^^»1 4 5 0 0) 1. 8 2 g^v'i^nn^iJ'>'3. 1 5 gT'^^LTt^^ 
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12.0 0 2- 1 8 5 3 5 2 ^ ^-v : 43/E 



m 

[0 0 4 6] 

10 0 4 71 

0 0 c piikri,z-r:hCLti!)^x^:ho 
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i^M2 0 0 2- 1 8 5 3 5 2 



m 



mm] 

mm] ^iScmm.mm<Dnmm^ t*<D^mo 
im^m] *L 
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